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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 

THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36 (a). In no event, however, may a reply be timely filed 

after SIX {6} MONTHS from the mailing date of this communication. 

- If The period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30> days will 

be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this 

comnnjnication , r>c \ \ a n j, i -^rtx 

- Failure to reply withm the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. ^ 
Any reply received by the Office later than three months after the mailing date of tins communication, even if timely filed, may reduce any 

earned patent term adiustinent. See 37 CFR 1.704(b). 

Status 

1 ) X Responsive to communicationls) filed on Feb 7, 2001 ■ 

2a) This action is FINAL. 2b) X This action is non-final. 

3) Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice underExparte Quayle, 1935 CD. 11; 453 O.G. 213. 

Disposition of Claims 

4) X Claim(s) 24-39, 43- WO. 105-139. and 141-155 's/are pending in the application. 

4a} Of the above, ctaim(s) 



5)X Claim (s) 75-78. 80. 83-100. 121-124, and 126 



6) X Cla!m(s) 24-39, 43-74, 79. 81. 82, 105-120, 125. 127-139. and 141-155 

7) Claim(s) ^ ^ 

8) Claims ^ _^ 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is /a re objected to. 



are subject to restriction and/or election requirement. 



Application Papers 

9) The specification is objected to by the Examiner. 



is/are objected to by the Examiner, 

is: a) approved b) disapproved. 



10) The drawing(s) filed on 

1 1 ) The proposed drawing correction filed on 

12) The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

1 3) Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 11 9(a)-(d). 
a) All b) Some* c) None of: 

1. Certified copies of the priority documents have been received. 

2. Certified copies of the priority documents have been received m Application No. _ __ . 

3. Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a}}. 
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14) Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e), 
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DETAILED ACTION 

Continued Prosecution Application 

The request filed on 2/7/01 for a Continued Proseeulion Applieation (C1\A) under 37 Cl-R 
L53(d) based on parent Applieation No. 09/126.945 is aeeeptable and a CPA has been 
established. An aetion on the CPA follows, 

I1ie amendments filed 1 1/7/00 and 2/7/01 have been entered. Claims 40-42 and 140 have 
been cancelled. Claims 24.43,51,67, 75, 76, 105-107, 109, 1 1 L 1 13, 121, 122. 128, 129, and 
137 have been amended, and new claims 149-155 have been added. 

The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Drawings & Specification 

The formal drawings filed 2/22/01 are approved by the Draftsperson and the Examiner. 

I1ie disclosure is objected to because of the following informalities: The'lirief Description 
of the Drawings'' (pages 2 and 3), specifically tor iMgures 1 A-IC and 4-6, needs to be amended to 
reflect the new labeling present in the formal drawings filed 2/22/01. including where panels in the 
original figures are now gi\ en their own figure numbers. 

Appropriate correction is required. 
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Claim Rejections - 35 i SC § 112 



Claims 24-26. 28-29. 31-32. 34-35. 37-38. 43-53. 55-56, 58-59, 61-62. 64-65. 67-74. 79. 
81-82, 105, 107, 109, 1 11, 1 13-120, 125, 127. 132, 134-135. 144, 146-147 and 149-155 are 
rejected under 35 U.S.C. 1 12, first paragraph, as containing subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. 

Claims 24. 51. 105. 107 and 1 1 1 (and their dependent claims) recite the limitation that the 
nucleic acid encodes "a pol\ peptide which generates an antibody that binds a pol\ peptide 
consisting of amino acids 1 to 335 of SHQ ID NO: 2". Applicant has indicated that support may 
be found for this limitation at pages 24-25 of the specification, presumably the section entitled 
"Epitopes & Antibodies"\ However, this section of the specification clearly describes using PDI:F 
itself, i.e. SEQ ID NO: 2. or antigenic fragments of PDEF to make antibodies against the protein 
of SEQ) ID NO: 2. The specification does not teach using "variimt" polypeptides, such as those 
encoded by the broadly claimed polynucleotides, in order to make antibodies against the protein 
of SEQ ID NO: 2. There is no e\ idence of record that one skilled in the art w ould e\ en consider 
making a pol\ peptide differing in sequence from a known desired target protein or a fragment ol' 
the target protein in order to make antibodies against the target protein. Rather, as described in 
the specification one skilled in the art would use the target protein itself, or a fragment of it. in 
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order to make such antibodies. Consequently, this section of the specification does not describe, 
cither implicitly or explicilh', the broad genus of poh nucleotides now being claimed, i.e. 
polN'nucleotides that do not encode the recited fragments of the protein of S1:Q II) NO: 2. yet 
could be used to generate antibodies that bind SI;Q ID NO: 2. Contrast the rejected claims to 
claims 27 or 84. for example, w hich arc directed to pol\ nucleotides that encode the polvpeptides 
described at pages 24-25 of the specification. 

Claims 46, 48, 70, 72. 79, 81, 1 16. 118, 125, 127. 132, 134, 144. 146 (and claims 
dependent therefrom) each recite "said nucleic acid is operably associated with a hderologous 
regulatory sequeuce^ (emphasis added). Claim 149 (and its dependent claims) recites "said 
nucleic acid is operably associated with one or more regulatory elements capable of directing 
translation of said amino acids'' (emphasis added). It is unclear just w^hat these terms are intended 
to conx'cy. There is no clear support for these limitations in the original specification. The terms 
"heterologous reguUitor\ sequence" and "regulator) elements'' do not appear in the specification 
as originally filed, nor does any generic term equivalent to these terms. Page 27. line 27 to page 
28. line 4 describes operable association of poKnucleotides with specific elements, e.g. promoter, 
start and stop codons, that are required for either transcription and translation. Of these, only a 
promoter can be said to embrace a "regulatory sequence", and then only for transcription. The 
term "regulator)' sequence" does not convey just what it is supposed to regulate or what the 
sequence is. I he specification does not discuss regulating anxthing relatixe to the claimed subject 
matter, and especialK docs not discuss regulating translation. Page 18. line 23 to page 19. line 1 



Application 'Conlml Number: 09/126.945 Pago 5 

Art Unit: 1632 



describes polypeptides, not polynucleotides. What the original specification does support is 
operable association of a "PDET^ polynucleotide"^ with a promoter. 

Claim 154 is directed to a method for making a polypeptide using a cell containing a 
recombinant polynucleotide of claim 149. The claim does not limit the identity of the polypeptide 
to that encoded by the recombinant polypeptide, nor e\'en that the cell used be able to transcribe 
or translate the recombinant polynucleotide, for example if the cell were a mammalian cell and the 
■Yegulator\ elements'" were bacterial translation elements. Consequently, claim 154 reads on a 
method for producing any polypeptide that is made in the cell, not just the one encoded b>' the 
recombinant polypeptide. There is no support in the original specification for such a method. 
Claim 154 should be amended to provide some nexus between the "polypeptide^" recited in claim 
154 and the *^60 contiguous amino acids'' recited in claim 149. 

Claims 137-139 and 141-148 remain rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably con\'e\' to one skilled in the relevant art that the in\'entor(s), at the time the application 
was filed, had possession of the claimed invention. 

Claims 137-148 are directed to polynucleotides comprising a nucleic acid, which encodes 
one of the recited epitopes of PDEF, fused "in frame"" to a nucleotide sequence heterologous to 
SI:Q ID NO: 1. Page 25, lines 10-16, which only discloses the epitopes, is alleged to pro\ ide 
support for this embodiment. Starting at line 28 of page 25. the specification discloses fusion 
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proteins comprising epitopes of PDFJ^^ as epitope tags. However, there is no apparent support for 
the generic embodiment instantly claimed with respect to '^nucleotide sequence heterologous to 
S1:Q ID NO: 1" in the context of a fusion to nucleic acid encoding an epitope ofPDl:!-. There is 
no evidence of record that such a generic embodiment was contemplated by the inventors at the 
time the invention was made. 

Applicant's arguments filed 2/7/01 have been fully considered but they are not persuasive. 
The amendment does not obviate the prior grounds of rejection since the claim still embraces a 
genus for which there is no description in the original specification, embracing embodiments 
where the "nucleotide sequence heterologous to SHQ ID NO: 1" does not encode a "second 
protein'* (see specification page 25, lines 28-29). The phrase "fused in frame" has no meaning in 
the context of the claim as written because there is no indication of any element contained in the 
"nucleotide sequence heterologous to SliQ ID NO: 1" that has a "frame". 

Claims 24-26. 28, 29. 31. 32, 34. 35. 37, 38. 40. 41, 43-53, 55. 56, 58, 59, 61, 62. 64. 65. 
67-74. 105. 107. 109, 1 1 L and 1 13-120 remain rejected under 35 U.S.C. 112. first paragraph, for 
the reasons of record set forth in the Office action of 3/16/00 and below, because the 
specification, while being enabling for a "nucleic acid" that encodes SEQ ID NO: 2 or a fragment 
of SI:Q ID NO: 2 (as recited in the claims), does not reasonabh prox ide enablement for 
polynucleotides that do not encode SliQ ID NO: 2 or a recited fragment of SliQ ID NO: 2. The 
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spccilkation does not enable any person skilled in the art to whieh it pertains, or with which it is 
most nearly connected, to make or use the invention commensurate in scope with these claims. 

The claims have been amended to further limit the claimed polynucleotides to those which 
encode a "a polypeptide which generates an antibody that binds a polypeptide consisting of amino 
acids 1 to 335 of S1:Q ID NO: 2". Applicant has indicated that support may be found for this 
limitation at pages 24-25 of the specification. presumabK the section entitled "l:pitopes & 
Antibodies". How ever, this section of the specification clearK describes using PDliV itself, i.e. 
SI:Q ID NO: 2, or antigenic fragments of PDl:f^ to make antibodies against the protein of SF.Q 
ID NO: 2. The specification does not teach using "variant"^ polypeptides, such as those encoded 
by the broadly claimed polynucleotides, in order to make antibodies against the protein of SHQ ID 
NO: 2. There is no evidence of record that one skilled in the art would even consider making a 
polypeptide differing in sequence from a known desired target protein or a fragment of the target 
protein in order to make antibodies against the target protein. Rather, as described in the 
specification one skilled in the art would use the target protein itself or a fragment of it. in order 
to make such antibodies. 1 his new limitation is not rele\ ant to whether the polynucleotides are 
suitable hybridization probes or encode a functional PDI:F protein, the claims still embrace many 
inoperative embodiments for these uses. With respect to making antibodies, while the claims are 
limited to operativ e embodiments by functional limitation, the specification does not enable one 
skilled in the art to make the poh nucleotides without undue experimentation for the reasons of 
record and those set forth abo\'e. 
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Applicant's arguments filed 2/7/01 ha\e been lulK considered but the\ are not persuasive. 

Applicant states that undue experimentation is that which would "require a le\el of ingenuit\ 

beyond what is expected from one of ordinary skill in the filed" citing Fields \\ ( \)n()vei\ 170 

USPQ 276, 279 CCPA 1971). This statemenl has been taken out of context and is incomplete. 

'fhe complete statement in Fields v. Conover is: 

As we recently remarked, a disclosure complies with the how-to-make requirement of 35 
IJ.S.C. 1 12 even though "some experimentation, provided it is not an undue amount" (and 
provided that it does not require ingenuity beyond that to be expected of one of ordinary 
skill in the art), is still required to adapt the invention to particular settings. In re Ell^roth, 
57 CCVA 833. 837. 419 l-.2d 918, 92L 164 I'SPQ 221. 223 ( 1970). 

Thus, applicants statement is a qualification of the admonition that a disclosure complies w ith the 

how-to-make requii*ement of 35 U.S.C. 1 12 even though "some experimentation, provided it is 

not an undue amount" may be required, 'fhe qualification being that the "some experimentation" 

permitted under the statute does not include experimentation that requires "ingenuity beyond that 

to be expected of one of ordinary skill in the art". In other words, if only a little experimentation is 

required but would require "ingenuity be\'ond ... skill in the art", the experimentation is undue. 

fhis case supports the rejection in that the amount of experimentation required to identity the 

operativ e embodiments is more than "some experimentation", it is an "undue amount" of making 

and testing: particularly when the specification does not direct one skilled in the art to using the 

broadly claimed polynucleotides to Hrst make poUpeptides that differ from S1:Q ID NO: 2 and 

then use those variant polypeptides to make antibodies that bind SI:Q ID NO: 2 . Hie situation 

here fails to meet the first test in Fields w C\)n()ver. 
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Applicant then refers to In re Wands, 8 l'SPQ2d 1400, 1404 (CA I-C 1988) which held 
that a considerable amount ofexperimentation is permitted if it is mereK routine. The ke\ in 
Wands was that the specification referred to uell established prior art for making a particular kind 
of monoclonal antibody. Hvcn though the making of monoclonal antibodies was a complex and 
laborious procedure, it was still one that one skilled in the art routinely performed with high 
expectation that the desired end result w^ould be achieved. 

The question here turns on whether the experimentation required to make the operative 
embodiments now claimed by functional language is ^Toutine" under the law. Unlike the situation 
in Wands, the instant specification does not teach using a genus of polynucleotides that encode 
artificial polypeptide variants of PDHF (S1:Q ID NO: 2) that are then used to make antibodies, 
not that bind the variant per se. but that bind PDHF. Furthermore, Applicant has provided no 
evidence that one skilled in the art w^ould have even considered performing such a method for 
making antibodies to a known, characterized target protein, much less that those skilled in the art 
routinely practiced such a procedure at the time the instant application was filed. There is no 
nexus in the specification between the teachings for making variant polypeptides and making 
antibodies that bind to PDHF. These are two separate items. Fhe specification teaches to make 
xariant pol\ nucleotides and poU peptides to optimize expression of PDl^F or to improx e biological 
function of PDIT^' or impro\'e ph>'sical characteristics (see pages 1 5-17). f or making antibodies 
that bind to PDFl-. the specification (pages 24-25) teaches to use PDI:F (SI:Q II) NO: 2) or an 
antigenic fragment of PDHF: no mention is made of using x ariant polypeptides for this purpose. 
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Applicant argues (page 6) that the Hxaminer is incorrect in stating that routine 
experimentation under the law means that those in the art routinely engage in the t\'pe of 
experimentation required. The Hxaminer stands by this interpretation of the meaning of "routine" 
experimentation under the law. I hc Hxaminer agrees that the ultimate standard is whether "undue 
experimentation'' would be required. Howev er, if experimentation is required, one factor to be 
considered in order to determine whether such experimentation is undue is whether the 
experimentation is routine. Applicant then states that In re An^sladt and Vaeck (not citations 
provided) support the position that "the relevant factual issue is not whether Applicants have 
provided evidence that those skilled in the art routinely engage in the t>pc of experimentation 
required, but rather, whether the experimentation needed to lesi whether a pol\ nucleotide is 
encompassed b\' the claims is undue". It is unclear how In re AngsUull, 190 USPQ 214 (CCPA 
1976) supports this position. The situation in An^stculi turned on several factors, one of which 
was that the specification had provided a hst of catalyst compounds that had been found to be 
operative and provided detailed guidance for testing others. The Court also noted (page 218) that 
"each case must be determined in its own facts". The facts here are that the only predictably 
operative species disclosed are polypeptides consisting of SIiQ ID NO: 2 and fragments thereof 
or fusion proteins comprising the fragments, e.g. fused to a carrier protein such as albumin, where 
the fragments would be unstable; and the specification provides no guidance or direction for using 
the claimed pol\ nucleotides for the purpose thai Apphcanl is ad\ ancing. It is also unclear how //; 
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re l acck. 20 i;SPQ2d 1438 (CA \ C 1991 ) applies either. There is no clear parallel in tact 
situation between I acck and the instant specification and claims. 

Applicant argues that the specification teaches antigenic epitopes "found ... using DNAstar 
analysis", and that one skilled in the art would know not to alter these epitopes. The first 
statement is somewhat inaccurate. The specification discloses putative antigenic epitopes 
predicted h\ DNAstar analysis: their antigenieit)' was never confirmed. More to the point 
howe\'er, the rejected claims are not limited to polynucleotides that encode polypeptides wherein 
one or more of these epitopes are retained. This is the subject matter of allowed claims 84-100. 
ITirthermore. whether the polypeptide retains at least one epitope is not the sole issue, but that the 
polypeptides embraced b\ the rejected claims would also contain new epitopes, unrelated to those 
ofPDHF. 

Claims 24-39, 43-74, and 105-120 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the in\ ention. 

Claims 24. 51. 105. 107 and 1 I 1 (and their dependent claims) recite the limitation that the 
nucleic acid encodes "a poK peptide which generates an antibody that hinds a polypeptide 
consisting of amino acids 1 to 335 of SLiQ ID NO: 2" (emphasis added). First, it is unclear what 
the term "generates" means in this context. Polypeptides do not generate antibodies, although the 
immune systems of animals generate antibodies in response to a foreign protein or polypeptide. 
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Second, the meets and bounds of the claim are unclear with respect to what "binds"' is intended to 
mean in this context. This limitation can be interpreted at least two different ways, that '^bind'* 
means a specific binding interaction between the antibody and an antigen, or that "bind"' means a 
non-specific interaction between protein molecules. 

Claim Rejections - 35 USC § 102 

Claims 128-136 remain rejected under 35 U.S.C. 102(a) as being anticipated by GcnBank 
Acc. No. AA662204 (Ref AT-8 filed 2/1 1/99). 

GenBank Acc. No. AA662204 discloses a isolated polynucleotide, plasmid vector (having 
heterologous promoters operably linked to the insert) and cell where the polynucleotide (514 
nucleotides in length) comprises a nucleic acid, nucleotides 3-181, that is identical to nucleotides 
1242-1420 of SHQ ID NO: 1 and that encodes 59 amino acids (amino acids 277-335) of SHQ ID 
NO: 2. Thus this nucleic acid is 99.4% identical to nucleotides 276-335 of SEQ ID NO: 1. which 
encodes 60 amino acids of SEQ ID NO: 2. The polynucleotide from positions 3-514 differs from 
nucleotides 1242-1753 of SEQ ID NO: 1 by only two nucleotides (at positions 1432 and 1440). 
The prior art polynucleotide includes codons for a DS dipeptide corresponding to SEQ ID NO: 2 
positions 283-284, respectively, mentioned above, which anticipates the claims w^hen m and n are 
either 237 and 238. respectively, or 241 and 242. respectively. 
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Claims 128-136 remain rejected under 35 U.S.C. 102(b) as being anticipated by Chen et 
al. (Dev. Biol. 151: 176-191. 1992). 

Chen et al. disclose an isolated polynucleotide thai encodes the Drosophila ets-4 
polypeptide (page 182. Tig. 2C^). Chen et al. discloses vectors comprising the polynucleotide, 
where a heterologous promoter is operably linked to the insert, and cells comprising the \ectors 
(page 178 through page 179, col. 1 ). The ets-4 polypeptide has a DS dipeptide at residues 60-61, 
which anticipates the claims when m and n are either 237 and 238. respecti\'el>', or 241 and 242. 
respectively. 

Double Patenting 

Applicant remains ad\ ised that should claims 27. 30. 33. 36 and 39 be found allowable, 
claims 54. 57, 60, 63 and 66 will be objected to under 37 CV^ 1 .75 as being a substantial 
duplicate thereof. When two claims in an application are duplicates or else are so close in content 
that they both cover the same thing, despite a slight difference in wording, it is proper after 
allowing one claim to object to the other as being a substantial duplicate of the allowed claim. 
See MPEP § 706.03(k). 

Applicant has indicated in the response filed 1 1/7/00 that cancellation of duplicate claims 
w ould be considered upon indication of allow abilit\ . 
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Certain papers related to this applieation may be submitted to Art Unit 1632 by faesimile 
transmission. The VAX number is (703) 308-4242 or 305-3014. The taxing ofsueh papers nuist 
conform with the notices published in the Official Gazette. 1 156 OG 61 (November 16, 1993) and 
1 157 OG 94 (December 28, 1993) (see 37 CFR 1.6(d)). NOTlv. If applicant docs submit a paper 
by FAX, the original copy should be retained by apphcant or applicant's representative. NO 
DUPLICATE COPIES SHOULD BE SUBMI ITED, so as to avoid the processing of duplicate 
papers in the Office. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Scott D. Priebe whose telephone number is (703) 308-7310. The examiner 
can normally be reached on Monday through Friday from 8 AM to 4 PM. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Karen M. l lauda, can be 
reached on W03) 305-6608. 

Any inquirv concerning administrative, procedural or formal matters relating to this 
application should be directed to Patent AnaUst Pats\ Zimmerman whose telephone number is 
(703) 308-8338. Any inquiry of a general nature or relating to the status of this application should 
be directed to the Group receptionist whose telephone number is (703) 308-0196. 

Scott D. Priebe. Ph.D. 
Primary Examiner 
Technology Center 1600 
Art Unit 1632 



